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Reply to Office action dated February 22, 2007 

REMARKS 

Amendments to the specification 

Applicants thank the Examiner for pointing out the typographical errors in the specification; these 
errors have been corrected in the Instant amendment. Specifically, the error in the numbering of the 
paragraphs, beginning with the paragraph after paragraph [0028J on page 7, has been corrected. By this 
amendment, paragraph [0020] on page 7 through paragraph [0100] on page 24 have been renumbered as 
paragraphs [0029] through paragraph [0116], respectively. 

In addition* the Sine immediately preceding renumbered paragraph [0037] (formerly paragraph |002S] 
on page 9 of the application as filed), has been renumbered as "iiL Amine agents". This is consistent with the 
previous subject headings (i.e., "L Selective cycfooxygenase-2 inhibitory drug" and "ii. Sulphite compound"), 
likewise, the fine immediately preceding renumbered paragraph [0039j (formerly paragraph [0030] on page 
1 0 of the application as filed) has been renumbered as "iv. Other excipients". 

The typographical error in paragraph [0102] (formerly paragraph [0093] on page 20 of the application 
as filed), in which the reference to F1 should have been to F2, and the reference to F2 should have been to 
F1 f has been corrected. 

The dependent claims have been amended to replace "Claim" with "claim" as requested. 

No new matter has been added by these amendments, 

Statusof the 

Claims 1 -31 are currently pending. Claims 7, 8, 11 T and 1 7 stand withdrawn from consideration as 
being directed to non-elected subject matter. 

Claims 1-6, 9, 10, 12-16, 18-20, and 25-31 stand rejected under 35 U.3.C. §112, first paragraph as 
failing to comply with the written description requirement and as lacking enablement in the specification. 
Claims 1-6, 9, 10, 12-16, and 18-31 stand rejected under §112, second paragraph as being indefinite, Claims 
1-6, 9, 10, 12-16, 1 8-20, and 25-29 stand rejected under §103{a) as being unpatentable over Black et at, 
US, Patent No, 5,733,909 ("Black") in view of Sakuma et al, European Patent No, 0 895 544 ("Sakuma"). 
Claims 21-24, 30 t and 31 stand rejected under §1 03(a) a$ being unpatentable over Black in view of Sakuma 
and further in view of Tanida et aL, U.S. Patent No. 6,214,378 fTanida"), Claims 1 , 2, 10 t 21-23, 28 t 29, and 
31 stand provisionally rejected on the grounds of nonstatutory obviousness-type double patenting as being 
unpatentable over claims 19, 20 t 23, and 26-31 of copending Application No, 10/033,102 (Attorney Ref. No. 
PC27433). 

In order to focus the claims on the subject matter of greatest interest, claim 1 has been amended to 
specify that the fili material comprises eelecoxib and sodium metabisulfite; claims 3, 13, and 30 have been 
amended to replace "Claim" with "claim" and to place the claim (n better form (antecedent basis); claims 4, 6, 
10, 12* 14-1 7 t 19 s 20, and 24-27 have been amended to replace "Claim" with "claim;" claim 5 has been 
amended consistent with the description found in original paragraph [0032] (now paragraph [0041]); the 
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reference to compounds in the plural has been removed; claim 9 has been amended consistent with the 
description found in original paragraph [0036] {now paragraph [0045]}; the reference to compounds in the 
plural has been removed; and claim 18 has been amended to refer to propylene glyco! in the singular 
Support for these amendments may be found, for example, in original claims 2 and 23 and in the specification 
at paragraphs [00203 and [0027], No new matter has been added by these amendments. Applicants reserve 
the right to pursue any cancelled subject matter in one or more continuation applications. 

35 U»S,C. §112, first paragraph 

Reconsideration is respectfully requested of the rejection of claims 1-6, 9, 10, 12-16* 18-20, and 25- 
31 under §112, first paragraph as failing to comply with the written description requirement and as Sacking 
enablement in the specification. 

The Office assarts that the specification does not adequately describe all possible dosage forms 
comprising (1 } any selective cyciooxygenase-2 inhibitory drug of low water solubility and/or (2) any 
pharmaceutical^ acceptable sulfite compound. Furthermore, the Office asserts that the specification is not 
enabling of all possible selective COX-2 inhibitors of low water solubility and ail possible pharmaceutical^ 
acceptable sulfite compounds. Without acquiescing as to these assertions, Applicants have amended claim 1 
to specify that fill materia! comprises ceiecoxib and sodium metabisulfite. Thus, Applicants submit that alt 
rejections of claims 1-6, 9* 10, 12-16, 18-20, and 25-31 under §1 12, first paragraph have been rendered 
moot. 

3S U.S.C. $112, second paragraph 

Reconsideration is respectfully requested of the rejection of claims 1-6, 9> 10, 12-16, and 18-31 

under §1 12, second paragraph as being indefinite- 
Applicants note that the phrase "low water soiubiiity" Is defined in the specification at paragraph 

[0027] ("having a room temperature solubility in water of not more than about 10 mg/m! and more preferably 

not more than about 1 mg/ml". Nevertheless, this phrase has been cancelled from claim 1, rendering moot 

the rejection of this claim. 

Claim 5 has been amended consistent with the description found in original paragraph (0032] (now 

paragraph [0041]}; the reference to compounds in the plural has been removed, rendering moot the rejection 

of this claim. 

Claim 9 has been amended consistent with the description found in original paragraph [0038] {now 
paragraph [0045]}; the reference to compounds in the plural has been removed, rendering moot the rejection 
of this claim. 

Claim 18 has been amended to refer to propylene glycol in the singular, and thus this basis for the 
rejection of claim 18 has been rendered moot. Claim 18 does refer to polyethylene giycois. Such compounds 
are polymers, and as such can exist in forms having different molecular weights. See, e.g M The Merck index, 
13th Ed> (2001 X pages 1358-59 (copy enclosed). Thus, Applicants submit that it is appropriate to refer to 
these solvents in plural form, and request reconsideration of the rejection of claim 18, 
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Claims 22, 28, 29, and 31 have been cancelled, rendering moot their rejection. 
35 U.S,C, §1 03(a) 

Reconsideration is respectfully requested of the rejection of claims 1-6, 9, 10, 12-16, 18-20, and 25- 
29 under §1 03{a) as being unpatentable over Black in view of Sakuma, Claims 2, 28, and 29 have been 
cancelled, rendering moot their rejection. 

As amended, claim 1 is directed to a pharmaceutical dosage form comprising a fill material sealed in 
capsuie shells wherein the filf materia! comprises (a) celecoxib and (b) at least one pharmaceuticaily 
acceptable sulfite compound selected from sodium metabisulfite, sodium bisulfite, and sodium thiosulfate f 
wherein the capsuie shells comprise gelatin, and wherein the at least one pharmaceutical acceptable sulfite 
compound is present in a total sulfite amount sufficient to inhibit gelatin cross-linking and/or pellicle formation 
in the capsule shells upon storage of the dosage form. 

A prima fade showing of obviousness requires, inter alia, that the cited references describe or 
suggest every limitation of the claimed invention. See MPEP 2143. Neither Black nor Sakuma describe a 
dosage form comprising a fill material sealed in capsuie shells wherein the fili material comprises celecoxib, 
as required by claim 1 . Thus, the Office has not shown that claim 1 (and claims 3-6, 9 8 10, 12-18, 18-20, and 
25-27 which depend from claim 1) Is obvious in view of these references. 

Reconsideration is respectfully requested of the rejection of claims 21-24, 30, and 31 under § 103(a) 
as being unpatentable over Black in view of Sakuma and further in view of Tanida, Claims 21-23 and 31 have 
been cancelled, rendering moot their rejection, 

Tanida describes capsules for oral preparations useful for colon diseases. These capsules are able 
to disintegrate only upon arrival in the large intestine (i.e., not in the stomach). As such, these capsules are 
said to be useful for colon diseases. This delayed disintegration is described as being provided by a capsule 
base consisting of hydroxypropylmeihyiceliuiose ("HPMC"), a mixture of polyethylene glycol with HPMC, 
gelatin or agar that is successively coated with a cat ionic copolymer and an anionic copolymer, Tanida 
describes dozens of pharmaceuticaHy active substances that may be encapsulated in his capsules; an 
example of such a substance is celecoxib (see col. 3, line 41 ). 

Claim 24, like claim 1, Is directed to a pharmaceutical dosage form comprising a fill material sealed in 
capsuie shells wherein the fill materia! comprises (a) celecoxib and (b) sodium metabisulfite, Claim 24 further 
limits claim 1 by specifying that the celecoxib Is present in an amount of about 10 to about 400 mg. 

Claim 30 also depends from claim 1 , and further limits claim 1 by requiring that the sodium 
meiabisulfite is present in a total sulfite amount of about 0,5% to about 5% on a dry weight basis; that the fill 
material further comprises HPMC and/or polyethylene glycol; that the celecoxib is present in an amount of 
about 10 to about 400 mg; and that the capsule shells are soft gelatin capsule shells. 

Neither Black nor Sakuma nor Tanida describe a dosage form comprising a fill material sealed in 
capsule shells wherein the fill material comprises celecoxib and sodium metabisuifite, as required by claim 1 
{and claims 24 and 30), Thus, the Office has not shown that claims 24 and 30 are obvious in view of these 
references. 
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Nonstatutory obviousness-type double patenting 

Reconsideration of the provisional rejection of claims 1 , 2, 10, 21-23, 28 T 29, and 31 on the grounds 
of nonstatutory obviousness-type double patenting as being unpatentable over claims 19, 20, 23, and 26-31 
of copending Application No. 10/633,102 {Attorney Ref, No. PC27433) is respectfully requested. According to 
PAIR, copending application 4 102 is abandoned. Thus, Applicants respectfully submit that the provisional 
double patenting rejection is moot. 



Conclusion 

For the foregoing reasons, the Applicants submit that the present invention is now in condition for 
allowance. Allowance of ail pending claims is respectfully solicited. 



Respectfully submitted, 




Patricia K, Fitzsiromons 
Registration No, 52,849 
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AecumiiJation of airborne PCBs in foliage: E, H. Buckley, Sef* 
*»c*3i6,520U9*2>. Reviews: H. L. HubbarO in *:*r*-0*hm*r 
Encyci&pedia of Chemical Technology vol. 5 (Inierscience, New 
York. 2ttd ed., I 964) pp 2B9-297; 0 t Hmj^nger er n/., Tfce C&e*«- 
&fry of PC8x <€RC Press, Cleveland, Ohio, 1974) 269 pp; J. 
w/Uoyd et ai, /. tfrca^ IS, 109-1 13 <19?6>. Review 
of environmental impact end toxicity: U ffi*hbein« Ann, R*v, 
Pharmac&i\ *4» 1 39-156 ( i 974); N&tion&l CQnferttte* on IWy* 
chktrtaateei Biphenyfr Nov. 19-21* 1975 (BPA-56(V&-75-a>* f 
1976) 4*7 pp; D. Kimbrouglu Crtf. Re* Toxical a* 445-498 
{ 1974); S. H> Safe, $m M» 87*149 Review* of carci- 

nogcniclty: M#C M<M&gr#pk* 1ft, 43-i£tt (1978); E. M, Sit- 
bertvoro *i at. Crtt r Kev, Ttaacfl/, 3ft, 439*496 099Q>; of toxi- 
cology antl roechantem of action: S. Safe. iWi 13* 319-395 
{ 1984); of toxicology swwi human exposure; Tojfrologtas* Pm- 
Jti* for PalychfarinaiedBiphenyte t»»3-I«29!7. ) W) 23 p. 
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Arocior t241 Clear, mobile liquid; av, number CVmole- 
cute; 3. tO, df i.3gl,4i 9 ' f 1392, Instillation rang* 325^366*. 
Flash point (open cup) 34^336°F. eg 1 L627-1 ,629, Dielectric 
constant { 1000 cycles) 5.6 (25*), 4.9 OOP). 

Aroetor 1354 Light yellow, viaeou* liquid; av. number Ctf 
molecule: 4m d? L4Wtd!" 1*505- Pisttfiatkm tang* 
39*1*. No open cup flash point to boiling, 1 .629- 1.641, 0i- 
electric constant { 1000 cycles) 5.0 <25"X 43 (I OCT). U>» waUy 
in weanling rate; 1 295 mg/kg (Kimbrough). 

Arador J26Qv Light yeltow, soft, sticky rca-in; av. number 
Ctfmoiecule; 6,30. d? 1355; 4j" Distillation range 

3S5-420. No open cup flaah point to boiling. 1.647-1,64$. 
Dielectric constant 0000 cycle*} 43 (25*>; 3.7 (100*). Lp» 
orally in weanling rats; 1315 mg/kg (lambraugh), 

Oturion: In Japan* 1968* oral intoxication to Humatw to 
»cci<fenfcftl <^t&mlo9ti<m of rice bmi oil with Kottocfefar 400 
J«<a to *n oatbrt^k of wnat Uscanx koown a* * ■ Yu*i>a <$i*wM^ w . 
&y mpioww of orai imoxtc&tioo in fturawu iucl«te<S n*u*eit, Jeii»- 
argy, cMo?«cti«v b«owo pigmeRtittkm of *&» aod twui*, wibcit- 
tflneous odeta* of the &ee, distinctive hair ib$jjcisa> excessive 
eye dim±wege, aweiftJJt of eyelkt&, vi»u*i 4fcttmt»»ce«,. Ql di*- 
£utba«ce« and jaun«tov Se* M. K4*mts«iie o^, * > BI*A-56Cy6- 
75-004, J976> p 14, Potendat symptoms of oecup«£iottal over- 
exoo&ure arc diioracne > dermal leftioos; hepcrtk injury; do- 
cte««ed p«li»on«ry function; dascttsaswd butfe weight iit of¥*fwrifig 
of exposed mothearo; eye «nt«fcioB {S*fc^ 1994), $t* ah& P&tty'* 
twfosfrtei H?gi*n* and Tvxle&fag? rot, 3»» d 0. Ciaytoo, F, 

Oaytott. Eds. (iofea Wiley A Skw*. lo^.. New York, 4th «d., 
i$44) 2433-250*, The.*: *uWt*ti£*& wt rt^Aonably «icipa«ed 
to be human carcsftogetu; Ninth Alport on C^reina^ens 

imm&~ 107509, 2000) P iit-186, 

tisf.: Y10 ttkctncftj c«pstcitwa, eiectrlcai twvsfonn^rs. $;m- 
rrammisaiofl turbines, vacuum pusnpa. Fontteriy o»«d in t?,S. 
^& hydmulic fluids plastici*ers. adbesives, 8« r*ta«tot4v wax 
extender*, titsdtwittog «ffeot^ pewicide cxjen&sr^ inJts, lubd- 
cants, cutting oils, in he^t tfonsfter *y«tems, cafbtmleas fepm- 
discing paper 

Poiydextrose. (68424^04-4] Litesse, »and»mly 
bonded condensation polymer of dexfero«e with small aasounts 
of boond sorbitol and ciferic acid, Faoctions to tepJace the bulk 
and mottthfeei of sugar and/or fat in reduced calorie foods, 
Proptt: a RettnharoV US 3766165 {1973 to Pfiwr). inv 
iwfoved i»t>ce»s^ D. B. Guwst evr«t» EF47333i3 ( 1992 to Maef); 
CA. 116* 237725s (J992>, Reviews of pby»ical jmjperties and 
applications in foods; A. Torres, D. Thomas, Twhnol. 
35. 44-49 <«Wl): K. Moppett ii* Fart Sri. Tttkn&L 4ft. 



titled "AJtematjye SweeteBera^, O, Mabors. 8. C. Geiardi, 
Hda, (»99npp40l-4-2K 

White to Vtghx wt> aji*orpbous powder, mp >t30". Bland, 
jjoti^sweet taste. Hygiosoopic. j?H of 10% w/w ao sol»: 2.5- 
3.5, Viscosity of 50% aq soln; 35 cps. Very sol in w«ter (to 
~S0%>. P«etiaJ!y sol tii glyceriti, propylene glycol Jnso} in 
ethanol Catorfc utilisation value in humans; 1 kcal/g. 

tiss: Bulking Agent for reduced eaSorte foods 

7649. Poiye«tr»dlo* PhoaptiAte. 1280)4^2] Estradiol 
phos^aie polymer, PEP; Eswadwin. I\>lymerlc eater of phoa- 
phone acid and estradiol. Moi wt -26.0QO. Prepm Dic«fal«sy. 
Bndoertn&i&gy 54* 47 1 ( i 954)^ PeraO e# ai, A*m €H*m+ Scand. 
m 1675 mmi Die^faluay *r at, US U960 to AB 

Leo) v Clinical phaimacology; P. O, Gu»n«raaon f 1^ Norie**, 
Pr&xtutt 1$, 299 (1988). CUnieai tsiai to prostatic cajreinosna^ 
hAm,4bU mm (1991). 




fii»apprt»-« 



Solid, m^ 195-202*, Very aoi to aq pyridine; sot to *q a&ali; 
very aK#iUy sol in ethaaoL ethano* + water (l;t>, water, 41- 
oxane, acetone, chjorofowsi, Intrinsic viacoaity {tfi in 0,2W 
NaCl soin at pM 7.5 « 0,0*. 

t^braJ* cat: A^neoptaanc (borroonal>, 

765#. PoiyetbykB*. I9002-SS-4J Etheoe bomopolynw; 
Agiteoe; Atashoti; AiStatS»ne; Coutiene; Uapoteo; Hatilon; 
Polythene; Pyietx Keevott, Mol wt about 1500-100,000. C 
85.7%, H 14,3%, Prepd by potytneritabon of liq ethylene at 
nigh tettto* and foijah or low preaaufe. ft*vi*ws; Aggarwal> 
Sweetingv Ckem. J**v, ST t 665-742 (I957>; Raff, AUisoo* 
ethykn*. v«L XJ of High Polymers series (Itttorseienee, New 
York, 1956); F^tfa et al, /itdWoiaf C*emi<^* Wiley. New 
York, 3rd od., 1965> pp tf2+43G. 

Rastic solid of milky transparency, 0,92. Tough and flex* 
iote at room temp*, mp S5*I10*. Breaks with ctyst fracture at 
-50*. Oood electrical toaulator. Surface resistivity; 4 0 1 * ohms. 
Will bum, but hardly supports combustion. Stable to water, 
non-oxidsiing acids and aBtaliea, alcohols, etocrs, ketones, es- 
ters at ordinary temps. Attacked by oxidising actda such as 
nitric acid and pemblotic acid* ftee halogens, benxene, peir 
ether, gasoline and lubricating oito, aromatic and chlorinated 
hydrooirbons, 

use; t^j>oratory tubing; in making pmstneacs; eleetrical to- 
sttlation; paekaging materials; kitehenware; tank and pipe liti- 
ings; paper coatings; textile stirTeners. 

FolyeOjjlefi* Glycol. {2532^-6^3) o^Hydtro-a^ 
bydroxypoly^oxy-l^^ethaneotyl); macrogol; PEG; Carbowax^ 
Pluracol ^ Poly-G; Polyglycol E. UqtM and solid polymers 
of the general formula HCCKIHsCH^OH* where « js greater 
than or equal to 4 . to general, each PEG j* followed by a number 
which corresponds to its average tool wt SyntJteais; Fofdyoe, 
Hibbert, / Am. Ch*m, Joe. 6JU 1905, 1910 (1939). Reviews: 
G/y«*£r> G, O, Curme, Jr.^ P, iohnston^ Eds., A.C.S. Monograph 
Series no, 114 (Reinbold, New York. 1952) pp n6~2©& Km*®* 
in High pt&tymers, f£ Mark H o/,> Eda,, voi IS entitled 
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*thers % part I (lntarcteoc*. New York, 1963) pp 169* 189, 274* 
29 J; G, Powell. 1TJ in Handbook <tf Water-S&lubte Owns dt 
Jtesin^ R. L, Davidson, E4 (MeGr«w*Hill« New York, 198G) 
pp 

Clear, viicou* liquids or white solids which dissolve in waier 
forming u^sparent soim, Sol in many organic solvents. Read- 
Hy sot in aromatic hydrocarbons. Only slightiy sol in atiphatie 
hy^ocarbon*. Do not hydrolyze or deteriorate on storage* will 
not support mold growth. Solvent ration on some plastic*. 
Polyethylene glycols are compds of low toxicity; Smyth et at, 
J, Am. Phttrm, Assoc., Scl Ed. 39* M9 (1 §50). Tonicity data 
(PEC 4<X»; W. Battsch Wat** ArzAeimimt-F&rsch* 2fc% 1S8* 

Poiyethytene glycol Average value of n is 4, roc* wt 

range 190-210. Viscous, hygroscopic liq; slight characteristic 

odor;dt§ \ 127, Viscosity £2 UPF): 4.3 eent*stokes> Supercool* 
upon freeing. 

Polyetby ten* glycol 40& Average vatue of n between 3,2 
and 9.1, mo] wt range 380-420, Viacoy*, slightly hygroscopic 
lf^; flight characteristic odon dg 1.128, mp 4~&. Viscosity 
(2i(TO: 7.3 centi^tofce*, UD^ orally in rat*: 30 ml/kg 

Polyethylene gfreol 606, Average value of o between J2,5 
and t 3.9, rool wt range 570-630. Viscous, *Jightfy hygroscopic 
llq; characteristic odor, dg LI 28, mp 20-25*. Viscosity 
t21Q"F); 10.5 eeodstoke*. 

Polyattxytan* glyco* 1596\ Average value of n between 29 
and 36, mol wt range 1300- loOO. White* free-Bowing powder; 
o|| 1,210. mp 44*4$*. Vlscosiry {2JCFF): 25*32 centistoke*, 

Po*y*thyt«t*e glycol 4000* A verage value of n between 63 
and 84, mof wt range 3000-3700, White, free-flowing powder 
or a-earity-wnite flakes; <*§ 1 ,2 12. mp 54-58* Viscosity 
t2l0*F>; 76*110 cenfiffcta*. LD* orally in rat* (divided 
dose*); 59 ffltg (Smytft). 

Potyatfcytan* glycol Average value of n between 15$ 

and 204, mol wt range 7090-9000, Powder or creamy-white 
flakes; 0§ t,2L tnp 56~63 H . Viscosity (210"F>; 470-900 cen- 
ostofce*, LD m orally in rat*: ^*50 gfltg (Smyth), 

A* water**oiuble lubricant* for rubber raolds, textile 
Bhent, and metal-formtng operations > tn food and food pack- 
aging, In hair prepn*, in cosmetic* in general, f%a*rnacei«lc 
aid (ointment and suppository haw). A* a stationary obaae in 
gas chTornatography, Alto in water paints, paper coatings* poi* 
ishes and in the ceramics indu«try> 

THEMf CAT (VEfK Ointment oaa*. 

7*S1 Poly«ifeyl^Tet^ii&ttwai4«i* PET. Fiber forming 
poiyeaiers ptepd from terephthdk acid ^v. or it* eater* and 
etfeykne glycol; Whinflekt Dicksotu US 24*53** { to du 
Font), Review of structures, definition of trade names: It W, 
Monciiefr, Man-M^ fibres (Johat Wiley A Son*. New York, 
40* ed* J963) pp m ^m, 707 723. 
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R » OH, &&er<m, A miter. F^er V, Solid, dec at appmx 25Cf. 
gr K38. Sol in hot -ere sol. ^iiuoroacetjc acid, o-chloro- 
phenol« & mixture of 7 parts of trichlor*9!*hettoi and 10 parts (by 
wt) of phenol, a jni*Jt*re of 2 parts of tetrachioroethane and 3 
part* {by wt> of phenoi Fiber Has good msistance to weak acid* 
even at hoih«g temp, to strong actds in the cold, to weak aJka- 
lies f to bleaches, io most alcohols, ketones, soeps, detergent** 
and dry cleaning agents. Fabric has good resistance to crea»srig, 
abrasion, heat aging, and sunlight when betlind glass. When 
"heat-set", fabric will not shrink in either boiling water or hoii- 
ircg drycteaning solvent Fabric b«m^, but local meitifig gen- 



erally prevents spread of fira. Insects cannot thrive on the nber, 
hut some can cut through it Mold*, mildew, and ftmjp may 
grow on applied finishes out do not attack fiber. It ** 0CH a » 
T*ryi**4 For physical properties j?e# Dacnw above. Other 
simitar products; Diot*n y E*kai+n* Fcrtre/, Ttrxmi, T*rii&t x 

m& In fabric manufacture: as film*; as base for magnetic 
coatings. Surgical aid (arterial graft*), 

7433L l>uly$wa*l f67 54^20^7] (I#r»4a5,8a^l,4»4a3.6^ 
7,g 1 Ea-Ctetaitydro*53v8a-'trimethy 1- 1 ,2-naphth*lenedicaroo*- 
aldehyde; tedeonaJ. C^H^* moi wt 23433, C n,m%, H 
o.4oC O !3,G&*>. Widely distrihiitcd drimane ^^oiteroene 
with insect amifcedant propertiesi naturaUy ocenrring as the 
{ — >fom>, Isoln frvtm F&fy$&num ^y<f«^niper L.^ ^olygo»o , re«e 
(Australia) and structure; C S. Eamea> h W. Loder, Amt X 
€h*m* IB* 322 <19o2); firom the hark of W£U&tt$kt stuhlmanni 
Engl, or W, u$and*n$te, Caneltetcctae (£> Africa); f ICuho et 
a/„ Cfttm. C&mmun. 1*?$^ 1013; km nudibranch Dengfaft&n£ 
Hmb&m (Mediterranean): G. CimJno et al. Science Zt9, 1237 

< 1983); from midibranchs 0. tti$ r% 0. nveVrrui^ (Hawaii) and 
a a/tttajj (Mexico); ft. 1C Okuda rf aL y J. Org, Chem, 48, 

< 1$83)> Relationship between strocture and antileodant aclivity : 
K- Nakaniahi> i, Kubo, tsr< /, CAew, 1*^ 28 ( 1^77); M> D^bchia 

of. Tetmhedrtm letters t9S2x 32^5* Syntheais of racemate: 
T, SUto er of., TetT&bitdrtw Letter* Wf\, I%1; S,. C. Howell et 
aL t Chtm. Cofflwu. 1981*507. Synthesis of (-)-form; t Ra&* 
fnilic et a/.. ^y#fl*. Comm. ^5 (1^87), 




CoJodess needles from petroieum (40-60*), mp 37* (Barnes, 
LoderX I«ljf *-13t* (c - 0.46 in ethatJol). av max (ethanol); 
231, 295 om (« 1 1800, 76). 

( ±>*forBt mp ^3-94* (Tanis, Hakanish i). 

7*54, Poiyiy*4j>e. [25104-18-1} IL-Lyaloe^ homopolymer. 
A lysine polypeptide or honaopolyrnen the chain lengUit of which 
variea widi the method of prepn. Prepn; tEatehalslo et of,, J> 
Am, €h*m Soc, 2564 <1»47>; 7»» $m (l^te); Flsman *t 
al, 4M S3, im (1961); Sela *t*L a/o^wrj l f 317 0903); 
Strojny, White* VS 3i2i5<SS4 (1963 to Pow), For strticturc see 
Lysine, 

t-fnrat hydriodldav Averaie djj for it} « 32. Tranj^iarent 
solid, fllm^ttfce poly mer, KeadSly sol in waten practically insol 
in the usttil orj^nic solvent*, Transition of hi^i-moi-wt poly- 
t- lysine (dp 1 500) in ao. soln from a helical to a raodorniy coiled 
conformation under the influence of decreasing pH or increasing 
temo: Applequlat, Doty, CA, 5S» 6925b (1963), 

^otymejrteed Pyrtdoaylatad Hcmoglohin. Poly 
SPH-P; Poly Heme . AcellulaT oxy gen carrier consi sting of pyr- 
idoaylatcd. stiorna-ftee hemoglobin polymerisoed with giutaraJ- 
dehyde, Average ntol wt i S&kJDa, l^repn and o»yg«tt^arr>-ing 
capacity: L, Ft Sehgai *t aL Prug. Clin* Biot. fas. 12% 19 
(1983); eidem. Surgery 95» 433 (WMh Pharmacolo^; S* A. 
Oouid et <xt. Aiw. Em*r& Med, tJ» 1416 (1986>. Clinical oial 
in acute blood loss; idem et at, J, Am. CM Surg, it?, 1 1 3 
it*m% Review of clinical development; & A. Gould, G. S, 
Mm W&rtdJ, Surg, 2fc 1200-1207 (1996). 

Fre|>d as solution containing 12* 1 4 g b*mogfobin/di Oaygen- 
cmrysng caoacity; 16-19 vol%. Binding coefficient (ml Oj/g 
Hb); 1.30. Colloid osrnotjc pressure: 20*25 mm Hg, 

TftERAP CAT: Blood substitute. 

7454 Polymyxin f i4D6-ll-7] Antibiotic comple* pro- 
duced by B&ciUus pofvmyxa; Browniee^ Jones, fSi&chem* J, 43> 
XXV f»repn; Ainsworth, Pope, US 2§65©S7 (195 J to 

Swron^h* Wellcome); Petty, US 259Soo5 (1*52 to .Am. Cy- 



Consult the Name tndex bef&rw using this section. 
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